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5/3/82 (Item 3 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 
139259963 CA: 13 9 ( 17 ) 2 5 9963v PATENT 

Anti-CD74 antibodies and conjugates for diagnosis and treatment of immune 
and autoimmune diseases, infections and cancers 

* INVENTOR (AUTHOR) : Hansen, Hans; Leung, Shui-on; Qu, Zhengxing; 
Goldenberg, David M. 
LOCATION: USA 

ASSIGNEE: Immunomedics, Inc.; Mccall, John Douglas 

PATENT: PCT International ; WO 200374567 A2 DATE: 20030912 

APPLICATION: WO 2003GB890 (20030303) *US PV360259 (20020301) 

PAGES: 91 pp. CODEN: PIXXD2 LANGUAGE: English CLASS: C07K-016/28A; 

A61K-039/395B; A61P- 035/02B ; G01N- 033 /574B DESIGNATED COUNTRIES: AE; AG; 

AL; AM; AT; AU; AZ ; BA; BB; BG; BR; BY; BZ ; CA; CH; CN; CO; CR; CU; CZ ; DE; 

DK; DM; DZ ; EC; EE; ES ; FI; GB ; GD; GE ; GH; GM; HR; HU; ID; IL; IN; IS; JP; 

KE; KG; KP; KR; KZ ; LC; LK; LR; LS ; LT; LU; LV; MA; MD; MG; MK; MN; MW; MX; 

MZ; NO; NZ; OM; PH; PL; PT; RO; RU; SC; SD; SE; SG; SK; SL; TJ; TM; TN; TR; 

TT; TZ; UA; UG; UZ ; VC; VN; YU; ZA; ZM; ZW; AM; AZ; BY; KG; KZ ; MD; RU; TJ; 

TM DESIGNATED REGIONAL: GH; GM; KE ; LS ; MW;MZ; SD; SL; SZ; TZ ; UG; ZM; ZW 

; AT; BE; BG; CH; CY; CZ; DE; DK; EE; ES ; FI; FR; GB ; GR; HU; IE; IT; LU; 

MC; NL; PT; RO; SE; SI; SK; TR; BF; BJ; CF; CG; CI; CM; GA; GN; GQ; GW; ML; 

MR; NE; SN; TD; TG 



5/3/83 



(Item 4 from file: 399) 



* * DIALOG (R) File 3 99:CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 

♦ • 139196278 CA: 13 9 ( 13 ) 196278c PATENT 

Anti-CD20 antibodies and fusion proteins for diagnosis and treatment of B 
cell disease, B cell malignancy and autoimmune diseases 

INVENTOR (AUTHOR) : Hansen, Hans; Qu, Zhengxing; Goldenberg, David M. 
LOCATION: USA 

ASSIGNEE: Immunomedics , Inc.; McCall, John Douglas 

PATENT: PCT International ; WO 200368821 A2 DATE: 20030821 

APPLICATION: WO 2003GB665 (20030214) *US PV356132 (20020214) *US PV416232 
(20021007) 

PAGES: 106 pp. CODEN: PIXXD2 LANGUAGE: English CLASS: C07K-016/28A; 
A61K-039/395B; C12N- 0 15/ 13B ; C12N- 005/ 10B ; G01N-033/53B 

DESIGNATED COUNTRIES: AE; AG; AL; AM; AT; AU; AZ; BA; BB; BG; BR; BY; BZ ; 
CA; CH; CN; CO; CR; CU; CZ; DE; DK; DM; DZ; EC; EE; ES; FI; GB; GD; GE; GH; 
GM; HR; HU; ID; IL; IN; IS; JP; KE; KG; KP; KR; KZ ; LC; LK; LR; LS ; LT; LU; 
LV; MA; MD; MG; MK; MN; MW; MX; MZ ; NO; NZ ; OM; PH; PL; PT; RO; RU; SC; SD; 
SE; SG; SK; SL; TJ; TM; TN; TR; TT; TZ ; UA; UG; UZ ; VC; VN; YU; ZA; ZM; ZW; 
AM; AZ; BY; KG; KZ ; MD; RU; TJ; TM DESIGNATED REGIONAL: GH; GM; KE; LS ; MW 
; MZ; SD; SL; SZ; TZ ; UG; ZM; ZW; AT; BE; BG; CH; CY; CZ; DE; DK; EE; ES ; 
FI; FR; GB ; GR; HU; IE; IT; LU; MC ; NL; PT; SE; SI; SK; TR; BF; BJ; CF; CG; 
CI; CM; GA; GN; GQ; GW; ML; MR; NE ; SN; TD; TG 



5/3/84 (Item 5 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 

139116273 CA: 13 9 ( 8 ) 116273 j PATENT 
Single chain immunoglobulin fusion proteins 

INVENTOR (AUTHOR) : Ledbetter, Jeffrey A. ; Hayden-Ledbetter , Martha S. 

LOCATION: USA 

ASSIGNEE: Genecraft, Inc. 

PATENT: U.S. Pat. Appl . Publ . ; US 20030133939 Al DATE: 20030717 
APPLICATION: US 53530 (20020117) 

PAGES: 80 pp. CODEN: USXXCO LANGUAGE: English CLASS: 424178100; 
A61K-039/395A; C07H- 021/04B; C07K-016/46B; C12N-005/06B 



5/3/85 (Item 6 from file: 399) 

DIALOG (R) File 3 99:CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 
139067785 CA: 139 (5) 67785s PATENT 

Antigen-binding domain- immunoglobulin fusion proteins for treating 
malignancies and B cell disorders. 

INVENTOR (AUTHOR) : Ledbetter, Jeffrey A. ; Hayden-Ledbetter, Martha S.; 
Thompson, Peter A. 

LOCATION: USA 

ASSIGNEE: Genecraft, Inc. 

PATENT: U.S. Pat. Appl. Publ. ; US 20030118592 Al DATE: 20030626 
APPLICATION: US 207655 (20020725) *US PV367358 (20010117) *US 53530 
(20020117) *US PV385691 (20020603) 

PAGES: 157 pp., Cont . -in-part of U.S. Ser. No. 53,530. CODEN: USXXCO 
LANGUAGE: English CLASS: 424178100; A61K- 03 9/3 95A; C07K-016/46B 



5/3/86 (Item 7 from file: 399) 

DIALOG (R) File 3 99:CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 



138234488 CA: 138 ( 16) 234488k PATENT 

Method for the determination of multiple disease markers in tissues 



LOCATION: Germany, 
ASSIGNEE: Werner, M. 

PATENT: Germany Of fen. ; DE 10143757 Al DATE: 20030327 
APPLICATION: DE 10143757 (20010906) 

PAGES: 10 pp. CODEN: GWXXBX LANGUAGE: German CLASS: C12Q-001/02A 



5/3/87 (Item 8 from file: 399) 

DIALOG (R) File 399 :CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 
137368196 CA: 13 7 (25 ) 368196b JOURNAL 

Rituximab provides durable remission in a patient with refractory 
aggressive diffuse B-cell lymphoma failing salvage chemotherapy 

AUTHOR(S) : Robach, Eric; Ustun, Celalettin; Kallab, Andre; Burgess, 
Russel E.; Jillella, Anand P. 

LOCATION: Section of Hematology/Oncology , Department of Medicine, Medical 
College of Georgia, Augusta, GA, 30912-3125, USA 

JOURNAL: Leuk . Lymphoma (Leukemia & Lymphoma) DATE: 2002 VOLUME: 43 

NUMBER: 11 PAGES: 2235-2236 CODEN: LELYEA ISSN: 1042-8194 LANGUAGE: 
English PUBLISHER: Taylor & Francis Ltd. 



5/3/88 (Item 9 from file: 399) 

DIALOG (R) File 3 99 : CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 
137336712 CA: 137 (23 ) 336712a PATENT 

Maturation of antigen-presenting cells using activated t cells 
INVENTOR (AUTHOR) : Berenson, Ronald Jay; Bonyhadi, Mark; Craig, Stewart; 
Kalamasz, Dale; Monji, Tatsue 
LOCATION: USA 

ASSIGNEE: Xcyte Therapies, Inc. 

PATENT: PCT International ; WO 200287627 Al DATE: 20021107 

APPLICATION: WO 2002US13616 (20020429) *US PV287168 (20010427) *US 
PV295331 (20010601) 

PAGES: 70 pp. CODEN: PIXXD2 LANGUAGE: English CLASS: A61K-04 8/00A; 
C12N-005/02B; C12N- 005/12B ; C12N-015/63B DESIGNATED COUNTRIES: AE; AG; AL; 
AM; AT; AU; AZ; BA; BB; BG; BR; BY; BZ; CA; CH; CN; CO; CR; CU; CZ; DE; DK; 
DM; DZ; EC; EE; ES ; FI; GB ; GD; GE ; GH; GM; HR; HU; ID; IL; IN; IS; JP; KE ; 
KG; KP; KR; KZ ; LC; LK; LR; LS ; LT; LU; LV; MA; MD; MG; MK; MN; MW; MX; MZ ; 
NO; NZ; OM; PH; PL; PT; RO; RU; SD; SE; SG; SI; SK; SL; TJ; TM; TN; TR; TT; 
TZ; UA; UG; US; UZ; VN; YU; ZA; ZM; ZW; AM; AZ; BY; KG; KZ; MD; RU; TJ; TM 

DESIGNATED REGIONAL: GH; GM; KE; LS ; MW; MZ ; SD; SL; SZ; TZ ; UG; ZM; ZW; 
AT; BE; CH; CY; DE; DK; ES ; FI ; FR; GB; GR; IE; IT; LU; MC; NL; PT; SE; TR; 
BF; BJ; CF; CG; CI; CM; GA; GN; GQ; GW; ML; MR; NE; SN; TD; TG 



5/3/89 (Item 10 from file: 399) 

DIALOG (R) File 399 :CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 
137153822 CA: 137 (11) 153822s PATENT 

CD23 antagonistic antibodies for treatment of neoplastic disorders 
INVENTOR (AUTHOR) : Hariharan, Kandasamy; Hanna, Nabil; Braslawsky, Gary R 
; Pathan, Nuzhat 
LOCATION: USA 

ASSIGNEE: Idee Pharmaceuticals Corporation 

PATENT: PCT International ; WO 200260484 Al DATE: 20020808 
APPLICATION: WO 2002US2620 (20020131) *US 772938 (20010131) *US 855717 
(20010516) *US 985646 (20011105) 

PAGES: 88 pp. CODEN: PIXXD2 LANGUAGE: English CLASS: A61K-045/00A 
A61K-045/06B; A61K-039/395B; A61P- 03 5/00B ; A61P-035/02B; A61K- 03 9/3 95B 
A61K-031/70B DESIGNATED COUNTRIES: AE; AG; AL; AM; AT; AU; AZ; BA; BB; BG; 



BR; BY; BZ; CA; CH; CN; CO; CR; CU; CZ; DE; DK; DM; DZ; EC; EE; ES ; FI ; GB; 

GD; GE; GH; GM; HR; HU; ID; IL; IN; IS; JP; KE; KG; KP; KR; KZ ; LC; LK; LR; 

LS; LT; LU; LV; MA; MD; MG; MK; MN; MW; MX; MZ ; NO; NZ; OM; PH; PL; PT; RO; 

RU; SD; SE; SG; SI; SK; SL; TJ; TM; TN; TR; TT; TZ; UA; UG; US; UZ; VN; YU; 

ZA; ZM; ZW; AM; AZ ; BY; KG; KZ; MD; RU; TJ; TM DESIGNATED REGIONAL: GH; GM 
; KE; LS ; MW; MZ ; SD; SL; SZ; TZ ; UG; ZM; ZW; AT; BE; CH; CY; DE; DK; ES ; 

FI; FR; GB; GR; IE; IT; LU; MC; NL; PT; SE; TR; BF; BJ; CF; CG; CI; CM; GA; 

GN; GQ; GW; ML; MR; NE; SN; TD; TG 



5/3/90 (Item 11 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 

137139366 CA: 13 7 ( 10 ) 13 93 66q PATENT 
I mmuno regulatory antibodies and uses thereof 
INVENTOR (AUTHOR) : Hariharan, Kandasamy; Hanna, Nabil 
LOCATION: USA 

ASSIGNEE: Idee Pharmaceuticals Corporation 

PATENT: PCT International ; WO 200260485 A2 DATE: 20020808 

APPLICATION: WO 2002US2621 (20020131) *US 772938 (20010131) *US 855717 
(20010516) *US 985646 (20011105) *US PV331187 (20011109) 

PAGES: 103 pp. CODEN: PIXXD2 LANGUAGE: English CLASS: A61K- 045/00A; 
A61K-045/06B; A61K- 03 9/3 95B ; A61P- 035/00B ; A61P-035/02B 

DESIGNATED COUNTRIES: AE; AG; AL; AM; AT; AU; AZ; BA; BB; BG; BR; BY; BZ; 
CA; CH; CN; CO; CR; CU; CZ ; DE; DK; DM; DZ; EC; EE; ES; FI; GB ; GD; GE; GH; 
GM; HR; HU; ID; IL; IN; IS; JP; KE ; KG; KP; KR; KZ; LC; LK; LR; LS ; LT; LU; 
LV; MA; MD; MG; MK; MN; MW; MX; MZ ; NO; NZ; OM; PH; PL; PT; RO; RU; SD; SE; 
SG; SI; SK; SL; TJ; TM; TN; TR; TT; TZ ; UA; UG; US; UZ ; VN; YU; ZA; ZM; ZW; 
AM; AZ; BY; KG; KZ ; MD; RU; TJ; TM DESIGNATED REGIONAL: GH; GM; KE; LS ; MW 
; MZ; SD; SL; SZ; TZ ; UG; ZM; ZW; AT; BE; CH; CY; DE; DK; ES ; FI; FR; GB; 
GR; IE; IT; LU; MC; NL; PT; SE; TR; BF; BJ; CF; CG; CI; CM; GA; GN; GQ; GW; 
ML; MR; NE; SN; TD; TG 



5/3/91 (Item 12 from file: 399) 

DIALOG (R) File 399 :CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 
136117380 CA: 136 ( 8) 117380s PATENT 

Treatment of B cell malignancies using combination of B cell depleting 
antibody and immune modulating antibody related applications 
INVENTOR (AUTHOR) : Hanna, Nabil; Hariharan, Kandasamy 
LOCATION: USA 

ASSIGNEE: Idee Pharmaceuticals Corporation 

PATENT: PCT International ; WO 200204021 Al DATE: 20020117 

APPLICATION: WO 2001US15677 (20010516) *US PV217706 (20000712) *US 772938 
(20010131) 

PAGES: 88 pp. CODEN: PIXXD2 LANGUAGE: English CLASS: A61K- 03 9/3 95 ; 
C07K-016/32 DESIGNATED COUNTRIES: AE; AG; AL; AM; AT; AU; AZ ; BA; BB; BG; 
BR; BY; BZ; CA; CH; CN; CO; CR; CU; CZ; DE; DK; DM; DZ ; EC; EE; ES ; FI; GB ; 
GD; GE; GH; GM; HR; HU; ID; IL; IN; IS; JP; KE; KG; KP; KR; KZ; LC; LK; LR; 
LS; LT; LU; LV; MA; MD; MG; MK; MN; MW; MX; MZ ; NO; NZ ; PL; PT; RO; RU; SD; 
SE; SG; SI; SK; SL; TJ; TM; TR; TT; TZ; UA; UG; UZ; VN; YU; ZA; ZW; AM; AZ ; 
BY; KG; KZ ; MD; RU; TJ; TM DESIGNATED REGIONAL: GH; GM; KE; LS ; MW; MZ ; SD 
; SL; SZ; TZ; UG; ZW; AT; BE; CH; CY; DE; DK; ES ; FI ; FR; GB ; GR; IE; IT; 
LU; MC; NL; PT; SE; TR; BF; BJ; CF; CG; CI; CM; GA; GN; GW; ML; MR; NE ; SN; 
TD; TG 



5/3/92 (Item 13 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 



136101104 CA: 13 6 ( 7 ) 101104U PATENT 

Immunotherapy of B cell malignancies using a combination of cell 
depleting antibodies and antibodies to costimulatory molecules 
INVENTOR (AUTHOR) : Hanna, Nabil; Hariharan, Kandasamy 
LOCATION: USA 

ASSIGNEE: Idee Pharmaceuticals Corporation 

PATENT: U.S. Pat. Appl . Publ . ; US 20020006404 Al DATE: 20020117 
APPLICATION: US 772938 (20010131) *US 435992 (19991108) 
PAGES: 27 pp., Cont . - in-part of U.S. Ser. No. 435,992. CODEN: USXXCO 
LANGUAGE: English CLASS: 424142100/ A61K-039/395 



5/3/93 (Item 14 from file: 399) 

DIALOG (R) File 3 99 : CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 
136084677 CA: 136 (6) 84677p PATENT 

Methods for enhancing antibody- induced cell lysis and treating cancer 
INVENTOR (AUTHOR) : Weiner, George; Hartmann, Gunther 
LOCATION: USA 

ASSIGNEE: University of Iowa Research Foundation 

PATENT: PCT International ; WO 200197843 A2 DATE: 20011227 

APPLICATION: WO 2001US20154 (20010622) *US PV213346 (20000622) 

PAGES: 312 pp. CODEN: PIXXD2 LANGUAGE: English CLASS: A61K-039/395A 

DESIGNATED COUNTRIES: AE; AG; AL; AM; AT; AU; AZ ; BA; BB ; BG; BR; BY; BZ ; 

CA; CH; CN; CO; CR; CU; CZ; DE; DK; DM; DZ ; EC; EE; ES ; FI; GB ; GD; GE; GH; 

GM; HR; HU; ID; IL; IN; IS; JP; KE ; KG; KP; KR; KZ ; LC; LK; LR; LS ; LT; LU; 

LV; MA; MD; MG; MK; MN; MW; MX; MZ ; NO; NZ ; PL; PT; RO; RU; SD; SE; SG; SI; 

SK; SL; TJ; TM; TR; TT; TZ ; UA; UG; UZ ; VN; YU; ZA; ZW; AM; AZ ; BY; KG; KZ ; 

MD; RU; TJ; TM DESIGNATED REGIONAL: GH; GM; KE ; LS ; MW; MZ ; SD; SL; SZ; TZ 

; UG; ZW; AT; BE; CH; CY; DE; DK; ES ; FI; FR; GB; GR; IE; IT; LU; MC; NL; 

PT; SE; TR; BF; BJ; CF; CG; CI; CM; GA; GN; GW; ML; MR; NE; SN; TD; TG 



5/3/94 (Item 15 from file: 399) 

DIALOG (R) File 3 99 : CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 
136068707 CA: 136(5)68707t PATENT 

Treatment of B-cell associated diseases such as malignancies and 
autoimmune diseases using a cold anti-CD20 antibody/radiolabeled anti-CD22 
antibody combination 

INVENTOR (AUTHOR) : White, Christine 

LOCATION: USA 

ASSIGNEE: Idee Pharmaceuticals Corporation 

PATENT: PCT International ; WO 200197858 A2 DATE: 20011227 
APPLICATION: WO 2001US18939 (20010614) *US PV212668 (20000620) 
PAGES: 59 pp. CODEN: PIXXD2 LANGUAGE: English CLASS: A61K-051/00A 
DESIGNATED COUNTRIES: AE; AG; AL; AM; AT; AU; AZ ; BA; BB; BG; BR; BY; BZ ; 

CA; CH; CN; CO; CR; CU; CZ ; DE; DK; DM; DZ; EC; EE; ES ; FI; GB; GD; GE; GH; 

GM; HR; HU; ID; IL; IN; IS; JP; KE; KG; KP; KR; KZ ; LC; LK; LR; LS ; LT; LU; 

LV; MA; MD; MG; MK; MN; MW; MX; MZ ; NO; NZ ; PL; PT; RO; RU; SD; SE; SG; SI; 

SK; SL; TJ; TM; TR; TT; TZ ; UA; UG; UZ ; VN; YU; ZA; ZW; AM; AZ ; BY; KG; KZ ; 

MD; RU; TJ; TM DESIGNATED REGIONAL: GH; GM; KE; LS; MW; MZ ; SD; SL; SZ; TZ 

; UG; ZW; AT; BE; CH; CY; DE; DK; ES; FI; FR; GB; GR; IE; IT; LU; MC; NL; 

PT; SE; TR; BF; BJ; CF; CG; CI; CM; GA; GN; GW; ML; MR; NE; SN; TD; TG 



5/3/95 (Item 16 from file: 399) 

DIALOG (R) File 3 99:CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 
136002498 CA: 136(l)2498u PATENT 

Human circulating dendritic cell compositions and methods 



INVENTOR (AUTHOR) : Suen, Yu; Hou, Fang-Yao; Bender, James G. 
LOCATION: USA 

ASSIGNEE: Nexell Therapeutics, Inc. 

PATENT: PCT International ; WO 200190316 A2 DATE: 20011129 

APPLICATION: WO 2001US16845 (20010523) *US 578532 (20000524) 

PAGES: 43 pp. CODEN: PIXXD2 LANGUAGE: English CLASS: C12N-005/08A; 

A61K-035/14B; A61P- 03 1/ 00B ; A61P- 035/00B ; A61P-037/00B 

DESIGNATED COUNTRIES: AE ; AG; AL; AM; AT; AT; AU; AZ ; BA; BB; BG; BR; BY; 

BZ; CA; CH; CN; CO; CR; CU; CZ; CZ; DE; DE ; DK; DK; DM; DZ ; EE; EE; ES ; FI; 

FI; GB; GD; GE; GH; GM; HR; HU; ID; IL; IN; IS; JP; KE ; KG; KP; KR; KZ ; LC; 

LK; LR; LS ; LT; LU; LV; MA; MD; MG; MK; MN; MW; MX; MZ ; NO; NZ ; PL; PT; RO; 

RU; SD; SE; SG; SI; SK; SK; SL; TJ; TM; TR; TT; TZ ; UA; UG; US; UZ; VN; YU; 

ZA; ZW; AM; AZ; BY; KG; KZ; MD; RU; TJ; TM DESIGNATED REGIONAL: GH; GM; KE 

; LS; MW; MZ ; SD; SL; SZ; TZ; UG; ZW; AT; BE; CH; CY; DE; DK; ES; FI ; FR; 

GB; GR; IE; IT; LU; MC; NL; PT; SE; TR; BF; BJ; CF; CG; CI; CM; GA; GN; GW; 

ML; MR; NE; SN; TD; TG 



5/3/96 (Item 17 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 
135343300 CA: 135 ( 24 ) 3433 00b PATENT 

Intrathecal administration of Rituximab for treatment of central nervous 
system lymphomas 

INVENTOR (AUTHOR) : Grillo-Lopez , Antonio J. 
LOCATION: USA 

ASSIGNEE: Idee Pharmaceuticals Corporation 

PATENT: PCT International ; WO 2 00180884 Al DATE: 20011101 

APPLICATION: WO 2001US13264 (20010425) *US PV199365 (20000425) 

PAGES: 78 pp. CODEN: PIXXD2 LANGUAGE: English CLASS: A61K-039/00A; 

A61K-039/395B; C07K-016/30B DESIGNATED COUNTRIES: AE; AG; AL; AM; AT; AU; 

AZ; BA; BB ; BG; BR; BY; BZ ; CA; CH; CN; CO; CR; CU; CZ ; DE; DK; DM; DZ ; EE; 

ES; FI; GB ; GD; GE; GH; GM; HR; HU; ID; IL; IN; IS; JP; KE; KG; KP; KR; KZ ; 

LC; LK; LR; LS ; LT; LU; LV; MA; MD; MG; MK; MN; MW; MX; MZ ; NO; NZ ; PL; PT; 

RO; RU; SD; SE; SG; SI; SK; SL; TJ; TM; TR; TT; TZ ; UA; UG; UZ; VN; YU; ZA; 

ZW; AM; AZ ; BY; KG; KZ ; MD; RU; TJ; TM DESIGNATED REGIONAL: GH; GM; KE ; LS 

; MW; MZ; SD; SL; SZ; TZ; UG; ZW; AT; BE; CH; CY; DE; DK; ES; FI; FR; GB; 

GR; IE; IT; LU; MC; NL; PT; SE; TR; BF; BJ; CF; CG; CI; CM; GA; GN; GW; ML; 

MR; NE; SN; TD; TG 



5/3/97 (Item 18 from file: 399) 

DIALOG (R) File 399 : CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 
135317471 CA: 135 ( 22 ) 3 17471p PATENT 

Preparation and antitumor application of multivalent antibodies 
INVENTOR (AUTHOR) : Miller, Kathy L . ; Presta, Leonard G. 
LOCATION: USA 
ASSIGNEE: Genentech, Inc. 

PATENT: PCT International ; WO 200177342 Al DATE: 20011018 

APPLICATION: WO 2001US8928 (20010320) *US PV195819 (20000411) 

PAGES: 186 pp. CODEN: PIXXD2 LANGUAGE: English CLASS: C12N- 015/62A; 

C12N-015/13B; C12N- 005/ 10B ; C07K- 016/00B ; C07K- 016/32B ; C07K- 016/2 8B ; 

A61K-047/48B; A61K- 05 1/ 10B ; C07K- 016/3 0B ; A61K-039/395B; C07K-019/00B 

DESIGNATED COUNTRIES: AE; AG; AL; AM; AT; AU; AZ; BA; BB ; BG; BR; BY; BZ ; 

CA; CH; CN; CR; CU; CZ ; DE; DK; DM; DZ ; EE; ES; FI; GB ; GD; GE; GH; GM; HR; 

HU; ID; IL; IN; IS; JP; KE; KG; KP; KR; KZ ; LC; LK; LR; LS ; LT; LU; LV; MA; 

MD; MG; MK; MN; MW; MX; MZ ; NO; NZ ; PL; PT; RO; RU; SD; SE; SG; SI; SK; SL; 

TJ; TM; TR; TT; TZ; UA; UG; UZ ; VN; YU; ZA; ZW; AM; AZ ; BY; KG; KZ ; MD; RU; 

TJ; TM DESIGNATED REGIONAL: GH; GM; KE; LS; MW; MZ ; SD; SL; SZ; TZ ; UG; ZW 

; AT; BE; CH; CY; DE; DK; ES ; FI ; FR; GB; GR; IE; IT; LU; MC; NL; PT; SE; 

TR; BF; BJ; CF; CG; CI; CM; GA; GN; GW; ML; MR; NE; SN; TD; TG 



5/3/98 (Item 19 from file: 399) 

DIALOG (R) File 3 99 : CA SEARCH (R) 

(c) 2003 American Chemical Society. All rts. reserv. 
135302906 CA: 13 5 (2 1) 302 906k PATENT 

Combined use of anti -cytokine antibodies or antagonists and anti-CD2 0 for 
the treatment of B cell lymphoma 
INVENTOR (AUTHOR) : Hanna, Nabil 
LOCATION: USA 

ASSIGNEE: Idee Pharmaceuticals Corporation 

PATENT: PCT International ; WO 200174388 Al DATE: 20011011 
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ABSTRACT: Non-Hodgkin ' s (NHL) B cell lymphomas are growth- inhibited 
by ligation of their CD40 molecules. This inhibition is not 
absolute in that apprxeq 50% of the cells are not inhibited. We conducted 
studies to see if other signals that have been reported to inhibit B cell 
lymphoma growth could be used in combination with anti-CD40 
signaling to completely inhibit growth. Ligation of surface 
immunoglobulin (Ig) , CD19, CD20, CD37 or CD95 with soluble antibody 
did not affect growth of the panel of NHL cells examined. Ligation of 
CD20, CD19 or CD95 was inhibitory for some NHL cell lines if the 
primary antibody was crosslinked with a secondary antibody. Combining 
anti-CD40 with anti-CD19, anti-CD20, or anti-Ig resulted in 
increased inhibition past that produced by anti-CD40 alone. The 
additive effect of anti-CD40 and other antibodies to selected 
surface markers was not observed in all NHL cell lines. Crosslinking of 
CD95 was also growth inhibitory for the majority of the NHL, and when 
combined with anti-CD40 under conditions that afforded crosslinking 
of the two receptors, increased inhibition was seen in three of the NHL 
cell lines. We found that cAMP or sodium butyrate (NaB) were also 
effective at inhibiting growth of the NHL cells; this was a profound 
inhibition (approaching 100%) compared to the 50% inhibition seen with 
anti-CD40 treatment. The potential for anti-CD40 and either 
cAMP or NaB to be additive was tested and not found to be the case. The 
ability to inhibit proliferation of the NHL was very dynamic with some 
antibody combinations being either inhibitory for multiple cells, not 
having an effect at all, or in some cases being stimulatory. This 
suggests that the NHL may represent unique stages of B cells that might 
serve as a model system which could be developed to precisely categorize 
patient NHL. 
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ABSTRACT: The peripheral blood mononuclear cells of patients with chronic 
lymphocytic leukaemia were characterized by the presence of a variety of 
cell surface differentiation antigens. The cells of 20 patients were 
found to be of B-cell phenotype when studied with antibodies directed 



against CD19, CD20, HLA-DR and slg. Furthermore, a significant 
percentage of the cells gave a positive reaction with the monoclonal 
antibody to CD5 . On the other hand, the CLL-cells did not express the 
CD21 antigen (C3d receptor, EBV receptor) . We studied in parallel the 
presence of various activation antigens using 19 monoclonal antibodies 
grouped into 7 clusters (CD25, CD30, CD40, CD69, CD70 CD 39, CD71) . 
A significantly higher percentage of the CLL cells expressed activation 
antigens than lymphocytes from healthy controls. The percentage of 
CD3/HLA+DR+cells , compared to the healthy control lymphocytes was not 
increased in the CLL patients, and the activated cells in CLL were found 
to have characteristics of B-cells. Based on these results, we suggest 
that the CLL cells, like the cells in Hodgkin's disease and T-cell 
lymphoma, are not resting, but activated B-cells or the neoplastic 
aberrants of activated cells. 
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ABSTRACT: Detailed immunophenotypic analyses of immunologically classified 
leukemias and lymphomas showed that CD40 displays an 

exquisite B-lineage specificity within the human lymphopoietic system. 
Notably, 82% of B-lineage chronic lymphocytic leukemias (CLLs) , 82% 
of B-lineage hairy cell leukemias (HCLs) , 86% of B-lineage 
non-Hodgkin ■ s lymphomas (NHLs) , and 29% of B-lineage acute 
lymphoblastic leukemias (ALLs) were CD40+. Quantitative 
analyses of the correlated expression of CD40 and other B-lineage 
differentiation antigens on fetal lymphoid precursor cells by 
multiparameter two-color/three-color flow cytometry, combined with 
analyses of sequential antigen expression on fluorescence-activated cell 
fluorescence activated cell sorter (FACS) isolated immunologically 
distinct fetal B-cell precursor subpopulations during in vitro 
proliferation and differentiation, provided evidence that the acquistion 
of CD40 antigen in human B-cell ontogeny occurs subsequent to the 
expression of CD10 and CD19 antigens but before the surface expression of 
CD20, CD21, CD22, CD24, and surface immunoglobulin M (slgM) . Some 
leukemic pro-B cells from ALL patients as well as normal pro-B cell 
clones from fetal livers displaying germline Ig heavy chain genes were 
CD40+, indicating that the acquisition of CD40 antigen likely 
precedes the rearrangement of Ig heavy chain genes. CD40+ 
FACSrSorted malignant cells from B-lineage ALL as well as B-lineage NHL 
patients were capable of in vitro clonogenic growth, indicating the 
CD40 antigen is expressed on clonogenic leukemia and 
lymphoma cells. This hypothesis was confirmed by the ability of an 
anti-CD40 immunotoxin that we used as an antigen-specific cytotoxic 
probe to effectively kill clonogenic B-lineage ALL and NHL cells. 
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A growing list of immunotherapeutic strategies is now being employed to 
combat lymphoid malignancies. These efforts are warranted given that B-cell 
lymphomas, particularly those of the common follicular subtype, are 
among the most " immune -responsive" of all human cancers. Although systemic 
cytokine therapies for B-cell malignancies have been largely disappointing 
to date, monoclonal antibody therapies, principally the anti-CD20 
antibody rituximab, have already made enormous impact on the treatment 
algorithm for many B-cell lymphomas. Therapeutic vaccines targeting 
the tumor-specific immunoglobulin idiotype have demonstrated promising 
results against lymphomas in phase I/II studies and are currently 
being evaluated in phase III randomized trials. Additional vaccine 
therapies being developed include those based on dendritic cells, 
recombinant idiotype proteins, DNA, heat shock proteins, and gene -modified 
tumor cells. It is hoped that immunotherapeutic agents, used in tandem or 
in combination, may someday allow effective treatment of lymphoid 
malignancies and delay or even replace the need for conventional cytotoxic 
therapies, (c) 2003 The Japanese Society of Hematology. 
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Monoclonal antibody therapy has emerged as a viable treatment option for 
patients with lymphoma and some leukemias. It is now beginning 
to be investigated for treatment of multiple myeloma. There are relatively 
few surface antigens on the plasma cells that are suitable for 
antibody-directed treatment. Possible molecules include HM1.24, CD38, 
ICAM-1 (CD54), CD40, CD45, CD20, and syndecan 1. There is now 
some clinical experience with anti- CD3 8 antibody in lymphoma and 
myeloma. However, to date, there has been minimal clinical activity 
observed. Additional antibodies are entering clinical trials. A new 
approach involves the generation of an anti-CD38 single-chain variable 
fragment (scFv) construct that acts as the carrier of a toxin gene instead 



of being conjugated directly to the toxin itself. It is hoped that 
expression of the toxin by CD3 8sup + plasma cells with promote suicide of 
the malignant cells without affecting normal cells or generating an 
immunologic response to the toxin. Ongoing clinical trials are also 
attempting to target B-cell antigens such as CD20. Although 
CD20 is present only on 2 0% of myeloma cells, it may be present on 
myeloma precursor cells. This treatment has met with success in follicular 
lymphoma and is now being evaluated in clinical trials in both Europe 
and the United States for myeloma. Although these clinical trials are in 
very early stages, researchers are beginning to understand that antibody 
therapy can be used not only as a carrier molecule of radioisotopes and 
toxins, but also as molecules that can trigger tumor cells and promote 
growth arrest or apoptosis. 
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In conclusion, B-CLL cells through their immunophenotype have the 
functional potential required to interact with cells in what has been 
called the immunological synapse, i.e. the cognate interactions between 
T-cells, antigen-presenting cells and B-cells during immunopoiesis . The 
data reviewed herein provides substantial evidence to suggest that B-CLL 
cells in fact can interact, not only with T-cells but also with endothelial 
cells and stromal cells in the bone marrow. These interactions, in 
particular signaling through CD40, contribute to extended survival 
and proliferation of B-CLL cells and, thereby, the risk of complete 
malignant transformation of the clone. Therefore, this review would suggest 
that the answers to how B-CLL is initiated may be found in molecules 
responsible for the normal regulation of immunopoiesis. Transformation to 
malignancy, by contrast, is likely to be caused by loss of control over the 
Gl restriction in the cell cycle in B-CLL cells. 
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Non-Hodgkin' s (NHL) B cell lymphomas are growth- inhibited by 
ligation of their CD40 molecules. This inhibition is not absolute in 
that -50% of the cells are not inhibited. We conducted studies to see if 
other signals that have been reported to inhibit B cell lymphoma 
growth could be used in combination with anti-CD40 signaling to 
completely inhibit growth. Ligation of surface immunoglobulin (Ig) , CD19, 
CD20, CD37 or CD95 with soluble antibody did not affect growth of the 
panel of NHL cells examined. Ligation of CD20, CD19 or CD95 was 
inhibitory for some NHL cell lines if the primary antibody was crosslinked 
with a secondary antibody. Combining anti-CD40 with anti-CD19, anti- 
CD20 # or anti-Ig resulted in increased inhibition past that produced 
by anti-CD40 alone. The additive effect of anti-CD40 and other 
antibodies to selected surface markers was not observed in all NHL cell 
lines. Crosslinking of CD95 was also growth inhibitory for the majority of 
the NHL, and when combined with anti-CD40 under conditions that 
afforded crosslinking of the two receptors, increased inhibition was seen 
in three of the NHL cell lines. We found that cAMP or sodium butyrate (NaB) 
were also effective at inhibiting growth of the NHL cells; this was a 
profound inhibition (approaching 100%) compared to the 50% inhibition seen 
with anti-CD40 treatment. The potential for anti-CD40 and 

either cAMP or NaB to be additive was tested and not found to be the case. 
The ability to inhibit proliferation of the NHL was very dynamic with some 
antibody combinations being either inhibitory for multiple cells, not 
having an effect at all, or in some cases being stimulatory. This suggests 
that the NHL may represent unique stages of B cells that might serve as a 
model system which could be developed to precisely categorize patient NHL. 



